[Investigation on the relationship between MDR and expression of N-glycosphingolipids in vincristine resistant KBv200 cell line].
To study the relationship between MDR and expression of N-glycosphingolipids (H-GSLs) in tumor cells. Ribozyme with specific catalytic activity, capable of cleaving mdr1 mRNA, was transfected into KBv200 cells. RNA dot blot was used to detect the expression of ribozyme in the transfected cells. Northern blot and immunocytochemistry were employed to examine the expression of mdr1 mRNA and P-glycoprotein. Cellular N-GSLs was isolated and purified with a modified Hakamori's method and analysed by high performance TLC. The effect of DL-PPMP, a glycolipids synthase inhibitor, on the reversion of MDR was assayed by MTT method. The ribozyme stably expressed in KBv200/5mR3 cells decreased the level of mdr1 mRNA expression by 81.9% and inhibited the formation of P-glycoprotein. The levels of monohexosylceramide (CMH) and dihexosylceramide (CDH) in KBv200 cells were increased as compared to those in KB cells. When MDR was reversed by the ribozyme, the KBv200/5mR3 showed a sharply decreased level of CMH. PPMP could reverse MDR by inhibiting synthesis of CMH. CMH is a kind of MDR-related glycolipid. Inhibition of its expression in tumor cells may be a new approach to reverse MDR.